Remarks/ Arguments 

The foregoing amendments to the claims are of formal nature, and do not add new matter. 
Prior to the present amendment, claims 39-44 were pending in this application and were rejected 
on various grounds. Claim 44 has been canceled without prejudice and claim 39 has been 
amended. The rejection to the presently pending claims are respectfully traversed. 

Sequence Compliance 
Applicants gratefully acknowledge the Examiner's remarks that sequence compliance in 
the instant application has been fulfilled. 

Formal Drawings 
Formal drawings with the correct margins are attached herewith. 

Oath/Declaration 

According to the Office Action, the oath or declaration is defective, and a new oath or 
declaration in compliance with 37 CFR 1.67(a) identifying this application by application 
number and filing date is required. In explaining the requirement, the Examiner noted that the 
oath or declaration is defective "because: non-initialed and non-dated alterations have been made 
to the oath or declaration." Accordingly, a new declaration, duly signed by Wei-Qiang Gao, is 
herewith attached. 

Priority 

(5 A) The Examiner has concluded that Applicants are entitled only to the priority of US 
Application No. 09/902,713, filed July 10, 2001, because the subject matter of the present 
application "is not supported by any of the others because the instant subject matter lacks the 
necessary support under 35 USC 1 12, first paragraph. As it will be apparent from the rest of the 
response, Applicants rely on the gene amplification results (Example 92) to establish substantial 
and specific asserted utility for the polypeptide PR0269 and the antibodies that it binds. These 
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results were first disclosed in international application PCT/USOO/03565 (P2931R1), filed on 
February 11, 2000, and published as WO 01/53486 on July 26, 2001 (Pages 138-191 (Example 
26), specifically at page 183 and in Table 7, pages 152-163). Accordingly, the effective filing 
date of this application is February 11, 2000. 

(5B) The current amendment to the specification to include the indication that the 
international applications to which the present application claims benefit were published in 
English under PCT Article 21(2) and to include the status of non-provisional parent 
application(s) in the priority claim is believed to overcome the present objection. 

IDS 

The supplemental IDS in compliance with provisions of 37 CFR 1.97 and 1.98 submitted 
herewith is believed to overcome the present objection. 

Title 

The current amendment to the title to read "ANTIBODIES TO PR0269 
POLYPEPTIDES" is believed to overcome the present objection to the title. 

Specification 

8) The specification has been objected to for containing an embedded hyperlink. The 
foregoing amendment, which deleted all embedded hyperlinks or other forms of browser 
executable code, is believed to overcome this objection. 

9) The specification has been amended to reflect the changed address for ATCC and is 
believed to overcome this objection. 

In addition, amendments to the specification have incorporated the requisite assurances 
that "all restrictions imposed by the depositor on the availability to the public of the deposited 
material will be irrevocably removed upon the granting of the pertinent U.S. patent." 
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Claim Objection 

Claim 43 was objected to under 37 CFR 1.75(c), as being of improper dependent form for 
failing to further limit the subject matter of a previous claim, claim 39. The Examiner objected 
to the claim since it allegedly encompassed a labeled antibody that did not appear in the 
specification which thus, broadens rather than narrows the claim. Applicants respectfully 
traverse. 

Support for "labeled antibody" is found in the specification on page 77, lines 9-12 and 
thus claim 43 satisfies the conditions of 37 CFR 1.75(c). Accordingly, Applicants request that 
this objection be withdrawn. 

35 USC $10J 

Claims 39-44 were rejected under 35 U.S.C. 101 "because the claimed invention is not 
supported by either a credible, specific and substantial asserted utility or a well established 
utility." The Examiner specifically noted that "....utility for purification of a protein (and other 
asserted utilities) requires that the protein itself have a specific and substantial or well established 
utility." The Examiner specifically cited Brenner v. Manson as stating that "Congress intended 
that no patent be granted on a chemical compound whose sole 'utility' consists of its potential 
role as an object of use-testing." 

The rejection is respectfully traversed.. 

Utility - Legal Standard 

According to the Utility Examination Guidelines ("Utility Guidelines"), 66 Fed. Reg. 
1092 (2001) an invention complies with the utility requirement of 35 U.S.C. § 101, if it has at 
least one asserted "specific, substantial, and credible utility" or a "well-established utility." 
Under the Utility Guidelines, a utility is "specific" when it is particular to the subject matter 
claimed. For example, it is generally not enough to state that a nucleic acid is useful as a 
diagnostic without also identifying the conditions that is to be diagnosed. 

The requirement of "substantial utility" defines a "real world" use, and derives from the. 
Supreme Court's holding in Brenner v. Manson, 383 U.S. 519, 534 (1966) stating that "The basic 
quid pro quo contemplated by the Constitution and the Congress for granting a patent monopoly 
is the benefit derived by the public from an invention with substantial utility." In. explaining the 

-11- 



"substantial utility" standard, M.P.E.P. 2107.01 cautions, however, that Office personnel must be 
careful not to interpret the phrase "immediate benefit to the public" or similar formulations used 
in certain court decisions to mean that products or services based on the claimed invention must 
be "currently available" to the public in order to satisfy the utility requirement. "Rather, any 
reasonable use that an applicant has identified for the invention that can be viewed as 
providing a public benefit should be accepted as sufficient, at least with regard to defining a 
"substantial" utility." (M.P.E.P. 2107.01, emphasis added.) Indeed, the Guidelines for 
Examination of Applications for Compliance With the Utility Requirement, set forth in M.P.E.P, 
2107 II (B) (1) gives the following instruction to patent examiners: "If the applicant has asserted 
that the claimed invention is useful for any particular practical purpose ... and the assertion would 
be considered credible by a person of ordinary skill in the art, do not impose a rejection based on 
lack of utility." 

Finally, the Utility Guidelines restate the Patent Office's long established position that 
any asserted utility has to be "credible." "Credibility is assessed from the perspective of one of 
ordinary skill in the art in view of the disclosure and any other evidence of record ... that is 
probative of the applicant's assertions." (M.P.E.P. 2107 II (B) (1) (ii)) Such standard is 
presumptively satisfied unless the logic underlying the assertion is seriously flawed, or if the 
facts upon which the assertion is based are inconsistent with the logic underlying the assertion 
(Revised Interim Utility Guidelines Training Materials, 1999). 

Proper Application of the Legal Standard 

Applicants submit that the gene amplification data provided in the present application and 
as explained below are sufficient to establish a specific, substantial and credible utility for the 
PR0269 polypeptide to which the claimed antibodies are directed. 

Gene amplification is an essential mechanism for oncogene activation. This data was first 
disclosed in international application PCT/US00/03565 (P2931R1), filed on February 11, 2000, 
and published as WO 01/53486 on July 26, 2001. 
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It is well known that gene amplification occurs in most solid tumors, and generally is 
associated with poor prognosis. As described in Example 92 of the present application, the 
inventors isolated genomic DNA from a variety of primary cancers and cancer cell lines that are 
listed in Table 9 (pages 229-234 of the specification), including primary lung cancers of the type 
and stage indicated in Table 8 (page 227). As a negative control, DNA was isolated from the 
cells of ten normal healthy individuals, which was pooled and used as a control (page 222, lines 
34-36). Gene amplification was monitored using real-time quantitative TaqMan™ PCR. The 
gene amplification results are. set forth in Table 9. As explained in the passage bridging pages 
222 and 223, the results of TaqMan™ PCR are reported in ACt units. One unit corresponds to 
one PCR cycle or approximately a 2-fold amplification, relative to control, two units correspond 
to 4-fold, 3 units to 8-fold, etc. amplification. PR0269 showed approximately 2-3-fold 
amplification in 8 primary lung tumors. Accordingly, antagonist antibodies to PR0269 
polypeptides can be a useful diagnostic reagent for diagnosing lung tumors. 

The attached Declaration by Audrey Goddard clearly establishes that the TaqMan™ 
realtime PCR method described in Example 92 has gained wide recognition for its versatility, 
sensitivity and accuracy, and is in extensive use for the study of gene amplification. The 
Declaration also confirms that based upon the gene amplification results set forth in Table 9 one 
of ordinary skill would find it credible that PR0269 is a diagnostic marker of human lung cancer. 
It is, of course, true that further research might be needed to develop PR0269 into a diagnostic 
product. However, the fact that such follow-up tests might be necessary, cannot properly lead to 
the legal conclusion that PR0269 lacks patentable utility. 

As set forth in M.P.E.P, 2107 II (B) (1), if the applicant has asserted that the claimed 
invention is useful for any particular practical purpose, and the assertion would be considered 
credible by a person of ordinary skill in the art, a rejection based on lack of utility should not be 
imposed. The attached Declaration by Audrey Goddard establishes that the asserted utility in 
viewed "credible" by one skilled in the art. Indeed, the logic underlying Applicants' assertion 
that PR0269 is a diagnostic marker of lung cancer cannot be viewed as "seriously flawed," and 
the facts upon which the assertion is based are not inconsistent with the logic underlying the 
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assertion. It is always possible that an invention fails on its way of development to a commercial 
product. Thus, despite recent advances in rational drug design, a large percentage of drug 
candidates fails, and never makes it into a drug product. However, the USPTO is not the FDA, 
the law does not require that a product (drug or diagnostic) be currently available to the public in 
order to satisfy the utility requirement. 

Accordingly, the Examiner is respectfully requested to reconsider and withdraw the 
present rejection. 

35 USC §112, First Par agraph/Enablement 
13,14) Claims 39-44 have been rejected under 35 USC §112, first paragraph because 
allegedly "the claimed invention is not supported by either a credible specific and substantial 
asserted utility, hence one skilled in the art clearly would not know how to use the claimed 

invention." Further, the Examiner noted that "even if the antibody were enabled, the 

connection between these in vitro activities and any particular disease is unclear." 

In response to the previous rejection under 35 U.S.C. 101, Applicants have shown that the 
specification discloses a substantial, specific and credible utility using the gene amplification 
data for the PR0269 polypeptides. Applicants showed that PR0269 showed approximately 2-3- 
fold amplification in "8 primary lung tumors" and hence, there is a correlation between the 
disclosed polypeptides and lung tumors, as discussed above. Accordingly, antagonist antibodies 
to PR0269 polypeptides can be useful for diagnosing lung tumors. Applicants submit that, taken 
with the knowledge present in the art at the effective priority date of this application, one skilled 
in the art was able to practice the claimed invention without undue experimentation. 

Accordingly, the Examiner is respectfully requested to reconsider and withdraw the 
rejection of all pending claims under this section. 
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35 USC $ 112. Second Paragraph 
Claims 39-44 have been rejected under 35 USC § 112, second paragraph as "indefinite." 
The Examiner noted that, regarding claims 39 and 44, the recitation of 'specific binding' is not 
clear. 

Cancellation of claim 44 without prejudice and the present amendment to claim 39 is 
believed to overcome this rejection. 

35 USC $ 102 and 103 
(20) Claims 39-44 were rejected under 35 U.S.C 102(b), or in the alternative under 35 
U.S.C. 102(a) "as being anticipated by Wood et al. (WO 99/14328), see pages 1, 12, 39, 56, 72, 
83-85, 92-98, 101, 108-112, 126-127, 185-187, Figures 35 and 36, as evidenced by the attached 
alignment 'D'." 

The publication date of the Wood et al. reference (WO 99/14328) is March 25, 1999. 
As presented above, PCT/US00/03565 (P2931R1), filed on February 11, 2000, duly disclosed the 
overexpression of PR0269 polypeptides in lung tumor, against which the claimed antibodies are 
directed. Accordingly, all claims pending in this application are entitled to the February 11, 2000 
priority date, and the cited reference is not available as prior art under either 35 USC 102(b). 

Wood et al. is not a valid reference under 35 USC 102(a) either. In In re Wilder, the court 
acknowledged that an application claiming a certain compound could avoid the anticipatory 
effect of a prior publication specifically naming the same compound by showing that the claimed 
compound has "properties completely different from those attributed to them by the reference 
description." 429 F.2d 447, 451, 166 USPQ 545 (C.C.P.A. 1970). Wood et al. describes the 
PR0269 polypeptide as a newly identified member of the thrombomodulin family, which 
therefore may be useful as an antithrombotic agent. In contrast, the present invention identified 
PR0269 polypeptides as a marker of lung cancer. Accordingly, the claimed antibodies have uses 
as diagnostic agents for lung cancer. Since the properties of the claimed compounds are 
completely different from those attributed to them by the reference description, under In re 
Wilder, Wood et al. does not anticipate the claims pending. 

Accordingly, the Examiner is respectfully requested to reconsider and withdraw the 
present rejection. 
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(21) Claims 39-44 were rejected under 35 U.S.C. 102(b) as being anticipated by 
Valenzuela et al. (WO 00/11015, see pages 1-2, 115-118, 167-168, 171-176, 183-184, 207-209 
and pages 68-70 of the sequence listing), as evidenced by the attached alignment *E\" 

The publication date of the Valenzuela et al. reference (WO 00/1 1015) is March 2, 2000. 
The rejections based on Valenzuela et al. under 35 U.S.C. 102(b) are believed to be moot as all 
claims pending in this application, as presented above, are entitled to the February 11, 2000 
priority date which pre-dates the Valenzuela et al. reference. 

Accordingly, the Examiner is respectfully requested to reconsider and withdraw the 
present rejection. 

(23) Claims 39 and 43 were rejected under 35 U.S.C. 103(a) as being unpatentable over 
Valenzuela (WO 00/11015; published March 2, 2000) in view of Ramakrishnan (U.S.P.N 
5,817,310). 

As presented above, claims 39 and 43 are entitled to the February 11, 2000 effective 
filing date. As discussed above, the Valenzuela reference is not prior art since it is published 
after the effective filing date for the claims. Since U.S.P.N 5,817,310 is a secondary reference 
and additionally, does not disclose specific antibodies to SEQ ID NO: 96, this rejection falls. 

Accordingly, Applicants submit that claims 39 and 43 are not obvious over Valenzuela in 
view of U.S.P.N 5,817,3 10 and request that this rejection be withdrawn. 

Please charge any additional fees, including any fees for additional extension of time, or 
credit overpayment to Deposit Account No. 08-1641 (Attorney Docket No.: 39780-1618P2C34). 
Please direct any calls in connection with this application to the undersigned at the number 
provided below. 
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Respectfully submitted, 



Date: March 24, 2003 



//OA — \ /> \ 
Ginger R. Dreger 
Reg. No. 33,055 



HELLER EHRMAN WHITE & McAULIFFE LLP 
Customer No. 35489 

275 Middlefield Road 
Menlo Park, California 94025 
Telephone: (650) 324-7000 
Facsimile: (650) 324-0638 
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RESULT 1 

US-08-751-305-2 I ( ^ 

Sequence 2, Application QS/08751305 ( 
Patent No. 5965439 v — 
GENERAL INFORMATION: 

APPLICANT: Tenner et al . , Andrea J. 
TITLE OF INVENTION: HOST DEFENSE ENHANCEMENT 
NUMBER OF SEQUENCES: 33 
CORRESPONDENCE ADDRESS: 

ADDRESSEE: Fish & Richardson P.C. 
STREET: 4225 Executive Square, Suite 14 00 
CITY: La Jolla 
STATE : CA 
COUNTRY : USA 
ZIP: 92037 
COMPUTER READABLE FORM: 
MEDIUM TYPE: Floppy disk 
COMPUTER: IBM PC compatible 
OPERATING SYSTEM: PC -DOS/MS -DOS 
SOFTWARE: Patentln Release #1.0, Version #1.30 
CURRENT APPLICATION DATA: 

APPLICATION NUMBER: US/08/751,305 
FILING DATE: 18-NOV-1996 
CLASSIFICATION : 514 
ATTORNEY/AGENT INFORMATION: 

NAME: Wetherell, Jr., John R. 
REGISTRATION NUMBER: 31,678 
REFERENCE/DOCKET NUMBER: 07306/012001 
TELECOMMUNICATION INFORMATION: 
TELEPHONE: 619/678-5070 
TELEFAX: 619/678-5099 
INFORMATION FOR SEQ ID NO: 2: 
SEQUENCE CHARACTERISTICS: 
LENGTH: 652 amino acids 
TYPE: amino acid 
TOPOLOGY: linear 
MOLECULE TYPE: protein 
US-08-751-305-2 

Query Match 11.8%; Score 307; DB 2; Length 652; 

Best Local Similarity 21.4%; Pred. No. 2.4e-17; 

Matches 139; Conservative 81; Mismatches 206; Indels 224; Gaps 28 

Qy 1 MRPAF ALCLLWQ ALWPG PGGGEH PT ADRAGCS ASG AC Y S LHHATMKRQAAEEAC I LRGG A 60 

I : I I I I III : I : I I I : I : I : I II 

Db . 1 MATSMGLLLLLLLLLTQPG AGTGADTEAWCVGT - ACYTAHSGKLSAAEAQNHCNQNGGN 59 

Qy 61 LSTVRAGAE LRAVLA- - LLRAGPGPGGGSKDLLFWVALERRRSHCTLENEPLRGFSW 115 

I : I I : : I : : I I I II II I I : I : I : I : I I : I I I I 
Db 60 LATVKSKEEAQHVQRVLAQLLRREAALTARMSK FWIGLQREKGKCLDPSLPLKGFSW 116 

Qy 116 LSSDPGGLESDTLQWVEEPQRSCTARRCA- - VLQATGGVEP AGWKEMRC - HL 164 

: II" I : I : I I : : I I : I : : | III 

Db - 117 VG GGEDTPYSNWHKELRNSCISKRCVSLLLDLSQPLLPNRLPKWSEGPCGSPGSPGS 173 

Qy 165 " RANGYLCKYQFEVLCPAPRPGAASNLSYRAPFQLHSAALDFSPPGTEVSA 214 

I::||: |: :| \ ::| III |::|: I : : 

Db 174 NIEGFVCKFSFKGMCRPLALGGPGQVTYTTPFQTTSSSLEAVPFASAANVACGEGDKDET 233 

Qy 215 LCRGQLP ISVTCIADEIGARWD KL 238 

II: : I |:::|:: : | 

Db 234 QSHYFLCKEKAPDVFDWGSSGPLCVSPKYGCNFNNGGCHQDCFEGGDGSFLCGCRPGFRL 293 

Qy 239 SGDVL --- CPCPGRY LRAGKCAELP 260 

I:: I II I :| : I 

-Db 294 LDDLWCASRNPCSSSPCRGGATCVO/GPHGKNYTCRCPQGYQLDSSQLDCVDVDECQDSP 353 

261 NCLDDLGGFACECATGFE 278 

I:: III III 1:1 

354 CAQECVNTPGGFRCECWVGYEPGGPGEGACQDVDECALGRSPCAQGCTNTDGSFHCSCEE 413 

Qy 279 LGKDGRSC VTSGEGQP - -TLGGTGVPTRRPPAT 309 ! 

Ml I I I I I II I : ' 

Db 414 GYVLAGEDGTQCQDVDECVGPGGPLCDSLCFNTQGSFHCGCLPGWVLAPNGVSCTMGPVS 473 

Qy 310 ATSPVPQRTWPIRVD--EKLGETPLVPEQDNSVTSIP-EIPRWGSQSTMSTLQMSLQAES 366 

I I I II I I II : I: I I ::| :| : II ::: 

Db 474 LGPPSGP PDEEDKGEKEGST- -VP RAATASPTRGPEGTPKATPTTSRPSLSSDA 525 

Qy 367 KAT ITPSGS VISKFNSTTSSATPQAFDSSSA WFI 4 01 

I ■ Mil I : : ::| 

Db 526 PITSAPLKMLAPSGSSGVWREPSIHHATAASGPQEPAGGDSSVATQNNDGTDGQKLLLFY 585 

Qy 402 FVSTAVWLVILTMTVLGLVKLCFHESPSSQPRKESMGPPGLESDPEPAA 4 51 

: I I :|::| : III I : : : : |: I |: II 

Db 586 ILGTWAILLLLAL-ALGL- -LVYRKRRAKREEKK EKKPQNAA 625 
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